Conclusions:
Both tropical spastic paraparesis-HTLV-1-associated myelopathy and Sjö gren myelopathy are potentially very disabling. Rapidly progressive myelopathy secondary to SS necessitates the introduction of immunosuppressant therapies. The presence of HTLV-1 may confer the necessity to add antiviral therapy.
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A NTIRETROVIRAL DRUGS (principally zidovudine) have been used with success in the treatment of myelopathy associated with human T-lymphotrophic virus 1 (HTLV-1) (tropical spastic paraparesis/ HTLV-1-associated myelopathy [TSP/ HAM]). 1 In clinical reports and murine experiments, the retrovirus HTLV-1 has been implicated as a causative agent of Sjö gren syndrome (SS). 2, 3 Myelopathy is a recognized complication of primary SS, and it has been shown that it responds to immunosuppressive treatment. [4] [5] [6] We report the case of a patient with a rapidly progressive myelopathy in whom HTLV-1 infection and SS (probably secondary to HTLV-1) were treated successfully with combined immunosuppressive and antiviral therapy.
REPORT OF A CASE
A 48-year-old Haitian woman living in Switzerland for the past 20 years was admitted to investigate a rapidly progressive spastic tetraparesis. Her medical history began 6 years earlier with a dryness syndrome. Three years later, she noticed that her sense of smell was impaired. Six months prior to admission, she started having difficulties walking. Her gait rapidly deteriorated, and by the time of admission, she could just stand and make a few broad-based spastic steps without assistance. She also had arthralgias in her shoulders and knees and had monocular blurred vision of the right eye. She did not have any voiding problems.
Clinical examination revealed anosmia (Sniffin' Sticks test kit, 7 Threshold Discrimination and Identification measures score = 8; rhinoscopy results were unremarkable) with partial preservation of taste, a spastic tetraparesis with generalized limb hyperreflexia, bilateral extensor plantar responses, and intermediate uveitis of the right eye.
Laboratory investigations showed the presence of anti-glycosaminoglycan and anti-envelope HTLV-1 protein in the serum and cerebrospinal fluid. In addition, quantitative DNA polymerase chain reac- tion results were positive for HTLV-1 (but not for HTLV-2) in the serum and cerebrospinal fluid. Human T-lymphotrophic virus 1 reverse transcriptase was undetectable. There were strongly elevated levels of blood antinuclear antibodies (1/1280; normal value Ͻ1/80), SS antigen A antibodies (153 U; normal value Ͻ20 U), and SS antigen B antibodies (155 U; normal value Ͻ20 U); cerebrospinal fluid SS antigen A antibodies were also strongly positive (85 U). The cerebrospinal fluid was mildly inflammatory, with 20 cells/µL (94% lymphocytes) and 60 mg/dL of cerebrospinal fluid proteins. An increased IgG index with an intrathecal production of HTLV-1 antibodies was detected by dot-blot analysis.
Flow cytometry and T-cell receptor rearrangement analysis showed a discrete CD4 ϩ T-lymphocyte monoclonal population in peripheral blood. Typing of HLA-AB was performed by microlymphocytoxicity analysis, HLA-DRB1 generic typing by reverse-transcription polymerase chain reaction with sequence-specific oligonucleotide probes, and DQ generic typing by polymerase chain reaction with sequence-specific primers. The complete HLA typing of our patient was A33, A34; B18, B44; DRB1*1302; DQB1*02, DQB1*06.
Accessory salivary gland biopsy showed lymphocytic sialadenitis suggestive of SS.
Magnetic resonance imaging of the spine showed extensive contrast-enhanced lesions in cervical and thoracic regions (Figure, A) . Magnetic resonance imaging of the brain showed multiple non-contrast-enhanced lesions of white matter (right internal capsule, left and right centrum semiovale).
The patient received a high dose of corticosteroids (500 mg of methylprednisolone intravenously) for 6 days followed by oral prednisone (1 mg/kg) associated with antiviral bitherapy of lamivudine and tenofovir. After 1 month, prednisone was tapered off over 1 month to a maintenance dose of 5 mg/d, and treatment with mycophenolate mofetil was introduced to a dose of 1500 mg/d.
The clinical evolution was spectacular: after 1 month of treatment, spasticity and weakness improved; the patient was able to walk on her own for more than half of a mile and could climb stairs. Anosmia and the dryness syndrome remainedunchanged.Cerebrospinalfluidandmagneticresonance imaging results of the brain and spine normalized.
After 48 months of follow-up, minimal spasticity remained, tendon reflexes normalized on the right side but remained slightly brisk on the left side, and plantar reflexes were flexors. The patient was able to walk and run, and everyday activities were normal. Magnetic resonance imaging results of the spine normalized (Figure, B) . In addition, quantitative HTLV-1 DNA polymerase chain reaction showed a 3-fold reduction in peripheral blood while the CD4 ϩ T-cell clone level remained stable.
COMMENT
Infection with HTLV-1 has been associated not only with TSP/HAM but also with SS.
2,3 Human T-lymphotrophic virus 1 was found in the biopsy specimens of salivatory glands of patients with SS, and 25% of the patients with TSP/HAM also showed concomitant SS. gias and uveitis. However, rapid evolution in the absence of voiding dysfunction is atypical. In addition, it has been found that the development of HTLV-1 myelopathy is associated with certain major histocompatibility complex alleles influencing the virus load, 9 an important determinant of the outcome of infection. Class I allele HLA-A*02-positive healthy HTLV-1 carriers have a proviral load that is one third that of those who are HLA-A*02 negative; DRB1*0101 also doubles the odds of TSP/ HAM in the absence of HLA-A*02. Our patient was HLA-A33 and HLA-A34 positive, which is not known to predispose one to HTLV-1 myelopathy.
According to the clinical symptoms and laboratory results, the myelopathy could have been secondary to SS rather than TSP; our patient satisfied the criteria for SS. 10 Furthermore, HLA class II markers confer genetic susceptibility to SS. It has been found that there is an association between HLA-DQB1*02 (which was present in our patient) and SS (the frequency was 32% in patients vs 22% in controls). 11 This association was restricted to patients with anti-SS antigen A antibodies and/or anti-SS antigen B antibodies, which were strongly positive in our patient.
A case report of successful treatment of myelopathy in primary SS with immunosuppressant drugs (azathioprine and prednisone) has been published. 6 In our patient, aggressive immunosuppressive therapy held the risk of reactivation of HTLV-1 and, knowing that a T-cell monoclonal lymphocyte population was detected in peripheral blood, may have held the risk of developing an adult T-cell leukemia. We therefore added antiretroviral treatment with lamivudine and tenofovir to immunosuppressive therapy. With this combined treatment, tetraparesis disappeared and no extension of the blood clone was detected.
Both TSP/HAM and Sjö gren myelopathy are potentially very disabling. Rapidly progressive myelopathy secondary to SS necessitates the introduction of immunosuppressant therapies. The presence of HTLV-1 may confer the necessity to add antiviral therapy.
